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Sindbis virus -derived DNA vectors described here increase the utility of 
alphavirus -based vector systems in general and also provide a vector with 
broad potential applications for genetic immunization. 
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AB We developed a new class of vaccines, based on killed but metabolically 

active (KBMA) bacteria, that simultaneously takes advantage of the potency 
of live vaccines and the safety of killed vaccines. We removed genes 
required for nucleotide excision repair (uvrAB) , rendering microbial -based 
vaccines exquisitely sensitive to photochemical inactivation with psoralen 
and long-wavelength ultraviolet light. Colony formation of the nucleotide 
excision repair mutants was blocked by infrequent, randomly distributed 
psoralen crosslinks, but the bacterial population was able to express its 
genes, synthesize and secrete proteins. Using the intracellular pathogen 
Listeria monocytogenes as a model platform, recombinant 
psoralen-inactivated Lm AuvrAB vaccines induced potent CD4(+) and 
, CD8(+) T-cell responses and protected mice against virus challenge in an 
infectious disease model and provided therapeutic benefit in a mouse 
cancer model . Microbial KBMA vaccines used either as a recombinant 
vaccine platform or as a modified form of the pathogen itself may have 
broad use for the treatment of infectious disease and cancer. 
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The present invention relates generally to immunization methods using 
recombinant viral vectors. In particular, the invention relates to 
methods and compns . for immunizing a subject with a nucleic acid 
mol. encoding an antigen of interest, wherein the nucleic acid 
mol . is delivered to the subject via a recombinant AAV virion. 
Recombinant AAV virion encoding ovalbumin gene under control of the 
cytomegalovirus promoter were constructed and used for transfecting murine 
melanoma cell line B16 to induce antitumor immunity. Also, ability of the 
rAAV-ovalbumin to deliver transgene product into the MHC class I pathway 
was demonstrated. 
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CLMN Number of Claims: 82 
ECL Exemplary Claim: 1 
DRWN 51 Drawing Page{s) 
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CAS INDEXING IS, AVAILABLE FOR THIS PATENT. 

AB Free-living microbes are provided in which the nucleic acid 
has been modified so that the microbe is attenuated for 
proliferation and/or which comprise genetic mutations that 
attenuate the cibility of the microbe to repair its 
nucleic acid. Methods of using the modified microbes for the 
loading, activation, and/or maturation of antigen-presenting cells are 
also provided. Vaccine compositions comprising the modified microbes 
and/or the antigen-presenting cells and methods of using the vaccines 
are also provided. The microbes may be further modified to include 
heterologous antigens, such as tumor antigens or infectious disease 
antigens, for use as a vaccine against cancer or infectious diseases. 
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